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CLAIMS 



1 . A topical composition comprising an emulsion of at least 
one discontinuous phase in a continuous phase, the or each 
5 discontinuous phase including a eutectic mixture of first and 
second pharmacologically active agents and the continuous — 
phase being provided by a pharmaceutically acceptable 
carrier, the eutectic mixture having a melting point below 
40°C. 

10 2. A topical composition according to Claim 1, in which the 
first pharmacologically active agent has a melting point 
between 35 and 75 °C, preferably 40-50 °C, and the second 
pharmacologically active agent has a melting point between 
-40 and 150 °C, preferably between -5 and 90 °C. 

15 K 3 A topical composition according to Claim 1 or 2, in 

which the topical composition additionally includes/ in the 
eutectic mixture, a third pharmaceutically acceptable 
component . 

4. A topical composition according to Claim 3, in which the 
20 third pharmaceutically acceptable component has a melting 

point between 4 0 and 150 °C, preferably between 40 and 75 °C. 

5. A topical composition according to Claim 3 or 4, in 
which the third component is a third pharmacologically active 
agent . 

25 6. A topical composition according to any one of Claims 3- 
5, in which the topical composition additionally includes, in 
the eutectic mixture, a fourth pharmaceutically acceptable 
component . 



r 
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7. A topical composition according to Claim 6, in which the 
fourth pharmaceutically acceptable component has a melting 
point between 4 0 and 150°C, preferably between 4 0 and 75°C. 

8. A topical composition according to Claim 6 or 7, in 
5 which the fourth component comprises a fourth 

pharmacologically active agent . 

9 . A topical composition according to any one of the 
preceding claims, in which said compositions contain no co- 
solvent or additional oil phase, so that the eutectic mixture 

10 substantially, pref erably^essentially , comprises the or each 
discontinuous phase of the emulsion. 

10. A topical composition according to any one of the 
preceding claims, in which the first pharmacologically active 
agent is selected from triclosan, chlorocresol , chlorbutanol , 

15 methyl nicotinate, triprolidine , promethazine, trimeprazine , 
sulfiram, oxybutynin, capsaicin, testosterone enanthate or 
choline salicylate . 

11. A topical composition according to any one of the 
preceding claims, in which the second pharmacologically 

20 active agent is selected from triclosan; chlorocresol, 
capsaicin, trimeprazine, choline salicylate, methyl 
nicotinate; non-steroid anti- inflammatory agents selected 
from arylpropionic acid derivatives such as ibuprofen, 
ketoprofen, fenoprofen and flurbiprofen; aryl acetic acid 

25 derivatives such as etodolac; and arylcarboxylic acids; 

narcotic analgesics such as fentanyl; anti- fungal agents such 
as econazole and ketoconazole ; antibacterial agents such as 
mupirocin, chlorbutanol, clindamycin and iodine; 
anticholinergics such as oxybutynin; anthelmintics such as 

30 tetramisole; antihistaminics such as triprolidine and 

promethazine and antihypertensives such as propranolol. 
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12. A topical composit ' >n according to Claim 5 or 8, in 
which the third and fourth pharmacologically active agents 
are each selected from triclosan; chlorocresol ; capsaicin, 
trimeprazine, choline salicylate, methyl nicotinate; non- 
5 steroid ant i- inflammatory agents selected from arylpropionic 
acid derivatives such as ibuprofen, ketoprofen, fenoprofen 
and flurbiprofen; aryl acetic acid derivatives such as 
etodolac; and arylcarboxylic acids; narcotic analgesics such 
as fentanyl; anti-fungal agents such as econazole and 
10 ketoconazole ; antibacterial agents such as mupirocin, 

chlorbutanol , clindamycin and iodine; anticholinergics such 
as oxybutynin; antihypertensives such as propranolol; 
ant ihistaminics such as triprolidine and promethazine; and 
anthelmintics such as tetramisole. 

15 13. A topical composition according to Claim 3 or 4, in 
which the third pharmaceutically acceptable component is 
lauric acid, stearyl alcohol, menthol, thymol, cinnamic acid 
or an ester thereof . 

14 . A topical composition according to any one of the 

2 0 preceding claims, in which the pharmaceutically acceptable 

carrier is substantially hydrophilic, said carrier containing 
substantially, preferably essentially, water as the 
continuous phase. 

15. A topical composition according to any one of the 

25 preceding claims, in which the pharmaceutically acceptable 
carrier contains at least one gelling or suspension agent. 

16. A topical composition according to Claim 15, in which 
the gelling or suspension agent is selected from carbomers, 
modified cellulose derivatives, naturally-occurring, 

3 0 synthetic or semi -synthetic gums such as xanthan gum, acacia 

and tragacanth, modified starches, co-polymers such as those 
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formed between maleic anhydride and methyl vinyl ether, 
colloidal silica and methacrylate derivatives or a mixture 
thereof . 

17. A topical composition according to any one of the 

5 preceding claims,, in which the pharmaceutically acceptable 

carrier includes at least one surfactant compatible with any 
pharmacologically active agents or pharmaceutically 
acceptable components present. 

18 . A topical composition according to any one of the 

10 preceding claims, in which the topical composition is in the 
form of a gel, lotion, suspension, cream, aerosol spray, 
transdermal patch, medicated dressing or soft gelatin 
capsule . 
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refer to each of these features and its subject-matter is therefore broader than that 
disclosed in the application as filed. 

Ill 

The subject-matter of claims 21 and 23 is directed to a method for treatment of 
the human body by therapy (Art. 34(4)(a)(i) and Rule 67.1(iv) PCT). 

V 

1 Reference is made to the following documents: 

D3: WO 91 04733 A (THE MENTHOLATUM COMPANY LIMITED) 18 April 1991 
D4: WO 97 04728 A (ZHANG ET AL.) 13 February 1997 
D5: A.A. NYQUIST-MAYER ET AL.: "Drug release studies on an oil-water 
emulsion based on a eutectic mixture of lidocaine and prilocaine as the dispersed 
phase" JOURNAL OF PHARMACEUTICAL SCIENCES, vol. 75, no. 4, April 1986, 
pages 365-373, XP002078799 Washington (US) 

D6: EP 0 485 207 A (RHONE-POULENC AGROCHIMIE) 13 May 1992 

2 Novelty (Art. 33(2) PCT) 

The subject-matter of present claims 1-20 and 22 fulfills the requirements of Art. 
33(2) PCT. 

2.1 Document D3 (see D3, page 3, lines 3-10 and eg. example 3 on page 6) 
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discloses eg a composition containing a eutectic solution of 4 g ibuprofen and 4 g 
menthol, also mixed with benzyl alcohol, carbomer and water. However, none of 
the compositions of D3 contains an emulsifying agent. Therefore, the subject- 
matter of present independent claim 1 and present independent claim 22 is new 
over D3. 

2.2 Document D4 discloses a formulation, which is a gelled oil-in-water emulsion with 
an oil phase being a eutectic mixture of local anaesthetics. In a particular 
embodiment (see D4, example 1, page 18), the composition comprises an 
aqueous continuous phase with a polymeric emulsifier and an oil phase consisting 
of a eutectic mixture of lipocaine and tetracaine stated as being liquid at room 
temperature. However, present independent claim 1 and present independent 
claim 22 disclaim compositions comprising local anaesthetics. Thus, present 
independent claims 1 and 22 are new over D4. 

2.3 Document D5 discloses a topical anaesthetic formulation based on a 1:1 eutectic 
mixture, having an eutectic temperature of 18°C, of lidocaine and prilocaine, 
emulsified in water. Present independent claim 1 and present independent claim 
22 disclaim compositions comprising local anaesthetics. For this reason, present 
independent claims 1 and 22 are new over D5. 

2.4 Document D6 discloses a stabilized pesticidal emulsion of the oil-in-water type 
(see D6, page 4, lines 39-45) comprising (see D6, pages 20-21, example 3): 

an oil phase consisting of two pesticides: 191 g/l (2,4-dichlorophenoxy)acetic 
acid isooctyl ester (2,4-D IOE)and 208 g/l (2,4-dichlorophenoxy)propionic acid 
isooctyl ester (2,4-DP IOE), 

a water phase containing surfactants and thickeners. 
Even though said pesticides are ingredients which are pharmacologically active 
and are liquid at room temperature (see D6, page 19, lines 33- 37 and page 7, 
lines 8-12), present independent claim 1 and present independent claim 22 refer 
to topical compositions for mutual enhancement of transdermal permeation of 
pharmacologically active ingredients. It is clear that compositions containing 
pesticides, ie substances which are virtually toxic to humans, are not topical 
compositions suitable for transdermal permeation in the meaning of the present 
application. 
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3 Inventive step (Art. 33(3) PCT) 

Document D4 is devoted to an apparatus, a product formulation and a method for 
improved dermal permeation of pharmaceuticals. The subject-matter of D4 
belongs also to the medical field and document D4 can be therefore considered 
as the closest prior art for present application. 

As stated above (point 2.2), the subject-matter of present claim 1 differs from the 
known composition in that it does not contain local anaesthetics. 
The problem to be solved by the present invention may therefore be regarded as 
how to enhance mutually the topical absorption of at least two drugs, regardless 
their nature (see present application p. 1, I. 3-12 and p. 4, I. 8-18). 
Document D4 teaches the skilled person that a composition comprising a eutectic 
mixture of local anaesthetics is chemically more stable: the active ingredients are 
less subject to hydrolytic degradation. Even though document D4 points out that 
the device can be used for delivering a multitude of drugs, the teaching of D4, 
regarding a eutectic mixture, is confined to anaesthetics and more particularly to 
the their stability (see D4, p. 10, I. 6 - p. 13, I. 7). There is no incentive in D4 to 
consider the applicability of a eutectic mixture for anything other than hydrolysis- 
sensitive local anaesthetics, and even less for increasing the mutual enhancement 
of the topical absorption of at least two drugs. In D4, the improvement of the 
dermal permeation is due to heat supplied by the device, regardless of the 
formulation, eutectic or non-eutectic. The present application does not require the 
use of heat to achieve a similar aim. 

For these reasons, the subject-matter of independent claim 1 seems to include an 
inventive step in the meaning of Art. 33(3) PCT. 

This reasoning applies mutatis mutandis to the subject-matter of present 
independent claim 22. 

4 Claims 2-20 are dependent on independent claim 1 and as such also meet the 
requirements of the PCT with respect to novelty and inventive step. 

5 For the assessment of the present claims 21 and 23 on the question whether they 
are industrially applicable, no unified criteria exist in the PCT. The patentability 
can also be dependent upon the formulation of the claims. The EPO, for example, 
does not recognize as industrially applicable the subject-matter of claims to the 
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use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a 
compound for the manufacture of a medicament for a new medical treatment 
(present claim 22). 

VII 

1 Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D3-D5 is not mentioned in the description, nor are 
these documents identified therein. 

2 The description is not in conformity with the claims as required by Rule 5.1 (a)(iii) 
PCT. 
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No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-20,22 




No: 


Claims 




Industrial applicability (IA) 


Yes: 


Claims 
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No: 


Claims 





2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 
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I 

The amendments filed with the letter dated 19.08.1999 introduce subject-matter 
which extends beyond the content of the application as filed, contrary to Article 
34(2)(b) PCT. The amendments concerned are the following: present claim 24 
deals with eutectic mixtures of specific compounds. Even though said specific 
compounds are mentioned in examples A-l and examples 3 and 6 in the 
description as filed, said compounds are only disclosed in relation to a specific 
ratio for which the eutectic mixture is liquid at 20°C (see eg example B and fig. 2), 
in a specific composition (see example 3, "emulsified gel preparation suitable for 
treating allergic and inflammatory pruritic skin compositions") and only for exactly 
two compounds and not for at least two compounds. Present claim 24 does not 
refer to each of these features and its subject-matter is therefore broader than that 
disclosed in the application as filed. 

Ill 

The subject-matter of claims 21 and 23 is directed to a method for treatment of 
the human body by therapy (Art. 34(4)(a)(i) and Rule 67.1 (iv) PCT). 

V 

1 Reference is made to the following documents: 

D3: WO 91 04733 A (THE MENTHOLATUM COMPANY LIMITED) 18 April 1991 
D4: WO 97 04728 A (ZHANG ET AL.) 13 February 1997 
D5: A.A. NYQUIST-MAYER ET AL.: "Drug release studies on an oil-water 
emulsion based on a eutectic mixture of lidocaine and prilocaine as the dispersed 
phase" JOURNAL OF PHARMACEUTICAL SCIENCES, vol. 75, no. 4, April 1986, 
pages 365-373, XP002078799 Washington (US) 

D6: EP 0 485 207 A (RHONE-POULENC AGROCHIMIE) 13 May 1992 

2 Novelty (Art. 33(2) PCT) 

The subject-matter of present claims 1-20 and 22 fulfills the requirements of Art. 
33(2) PCT. 

2.1 Document D3 (see D3, page 3, lines 3-10 and eg. example 3 on page 6) 
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discloses eg a composition containing a eutectic solution of 4 g ibuprofen and 4 g 
menthol, also mixed with benzyl alcohol, carbomer and water. However, none of 
the compositions of D3 contains an emulsifying agent. Therefore, the subject- 
matter of present independent claim 1 and present independent claim 22 is new 
over D3. 

2.2 Document D4 discloses a formulation, which is a gelled oil-in-water emulsion with 
an oil phase being a eutectic mixture of local anaesthetics. In a particular 
embodiment (see D4, example 1, page 18), the composition comprises an 
aqueous continuous phase with a polymeric emulsifier and an oil phase consisting 
of a eutectic mixture of lipocaine and tetracaine stated as being liquid at room 
temperature. However, present independent claim 1 and present independent 
claim 22 disclaim compositions comprising local anaesthetics. Thus, present 
independent claims 1 and 22 are new over D4. 

2.3 Document D5 discloses a topical anaesthetic formulation based on a 1:1 eutectic 
mixture, having an eutectic temperature of 18°C, of lidocaine and prilocaine, 
emulsified in water. Present independent claim 1 and present independent claim 
22 disclaim compositions comprising local anaesthetics. For this reason, present 
independent claims 1 and 22 are new over D5. 

2.4 Document D6 discloses a stabilized pesticidal emulsion of the oil-in-water type 
(see D6, page 4, lines 39-45) comprising (see D6, pages 20-21, example 3): 

an oil phase consisting of two pesticides: 191 g/l (2,4-dichlorophenoxy)acetic 
acid isooctyl ester (2,4-D IOE)and 208 g/l (2,4-dichlorophenoxy)propionic acid 
isooctyl ester (2,4-DP IOE), 

a water phase containing surfactants and thickeners. 
Even though said pesticides are ingredients which are pharmacologically active 
and are liquid at room temperature (see D6, page 19, lines 33- 37 and page 7, 
lines 8-12), present independent claim 1 and present independent claim 22 refer 
to topical compositions for mutual enhancement of transdermal permeation of 
pharmacologically active ingredients. It is clear that compositions containing 
pesticides, ie substances which are virtually toxic to humans, are not topical 
compositions suitable for transdermal permeation in the meaning of the present 
application. 
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3 Inventive step (Art. 33(3) PCT) 

Document D4 is devoted to an apparatus, a product formulation and a method for 
improved dermal permeation of pharmaceuticals. The subject-matter of D4 
belongs also to the medical field and document D4 can be therefore considered 
as the closest prior art for present application. 

As stated above (point 2.2), the subject-matter of present claim 1 differs from the 
known composition in that it does not contain local anaesthetics. 
The problem to be solved by the present invention may therefore be regarded as 
how to enhance mutually the topical absorption of at least two drugs, regardless 
their nature (see present application p. 1, I. 3-12 and p. 4, I. 8-18). 
Document D4 teaches the skilled person that a composition comprising a eutectic 
mixture of local anaesthetics is chemically more stable: the active ingredients are 
less subject to hydrolytic degradation. Even though document D4 points out that 
the device can be used for delivering a multitude of drugs, the teaching of D4, 
regarding a eutectic mixture, is confined to anaesthetics and more particularly to 
the their stability (see D4, p. 10, I. 6 - p. 13, I. 7). There is no incentive in D4 to 
consider the applicability of a eutectic mixture for anything other than hydrolysis- 
sensitive local anaesthetics, and even less for increasing the mutual enhancement 
of the topical absorption of at least two drugs. In D4, the improvement of the 
dermal permeation is due to heat supplied by the device, regardless of the 
formulation, eutectic or non-eutectic. The present application does not require the 
use of heat to achieve a similar aim. 

For these reasons, the subject-matter of independent claim 1 seems to include an 
inventive step in the meaning of Art. 33(3) PCT. 

This reasoning applies mutatis mutandis to the subject-matter of present 
independent claim 22. 

4 Claims 2-20 are dependent on independent claim 1 and as such also meet the 
requirements of the PCT with respect to novelty and inventive step. 

5 For the assessment of the present claims 21 and 23 on the question whether they 
are industrially applicable, no unified criteria exist in the PCT. The patentability 
can also be dependent upon the formulation of the claims. The EPO, for example, 
does not recognize as industrially applicable the subject-matter of claims to the 
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use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a 
compound for the manufacture of a medicament for a new medical treatment 
(present claim 22). 

VII 

1 Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D3-D5 is not mentioned in the description, nor are 
these documents identified therein. 

2 The description is not in conformity with the claims as required by Rule 5.1(a)(iii) 
PCT. 
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CLAIMS 



1. A topical composition for mutual enhancement or 

transdermal permeation of at least first and second 
pharmacologically active agents, the composition 
comprising an emulsion of at least one discontinuous 
phase in a continuous phase, the or each discontinuous 
phase including a eutectic mixture of first and second 
pharmacologically active agents and the continuous 
phase being provided by a pharmaceut ically acceptable 
carrier, the eutectic mixture having a melting point 
below 40°C; and at least one compatible emulsifying 
agent, with the proviso that the at least first and 
second pharmacologically active agents are each not 
15 local anaesthetics. 



n 



2. A topical composition according to Claim 1, i 

which the first pharmacologically active agent has a 
melting point between 35 and 75°C, preferably 40-50°C, 
and the second pharmacologically active agent has a 
melting point between -40°C and 150 °C, preferably 
between -5 and 90°C. 



3 . A topical composition according to Claim 1 or 

25 2, in which the topical composition additionally 
includes, in the eutectic mixture, a third 
pharmaceutical^ acceptable component. 
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4. A topical composition according to Claim 3, in 
which the third pharmaceutical^ acceptable component 
has a melting point between 40 and 150 °C / preferably 
between 4 0 and 75 °C. 

5 

5 , a topical composition according to Claim 3 or 
4, in which the third component is a third 
pharmacologically active agent. 

10 6. A topical composition according to any one of 

Claims 3-5, in which the topical composition 
additionally includes, in the eutectic mixture, a 
fourth pharmaceutical^ acceptable component. 

15 7. a topical composition according to Claim 6, in 

which the fourth pharmaceutical^ acceptable component 
has a melting point between 40 and 150°C, preferably 
between 40 and 75°C. 

20 8. A topical composition according to Claim 6 or 

7 , in which the fourth component comprises a fourth 
pharmacologically active agent. 

9, a topical composition according to any one of 

25 the preceding claims, in which said at least one 
discontinuous phase contains no co-solvent or 
additional oil phase, so that the eutectic mixture 
substantially, preferably essentially, comprises the or 
each discontinuous phase of the emulsion. 
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10. A topical composition according to any one of 
the preceding claims, in which the first 
pharmacologically active agent is selected from 
triclosan, chlorocresol, chlorbutanol , methyl 
nicotinace, triprolidine, promethazine, trimeprazine , 
sulfiram, oxybutynin, capsaicin, testosterone enanthate 
or choline salicylate. 

11. A topical composition according to any one of the 
preceding claims, in which the second pharmacologically 
active agent is selected from triclosan; chlorocresol, 
capsaicin, trimeprazine, choline salicylate, methyl 
nicotinate; non- steroid ant i- inflammatory agents 
selected from arylpropionic acid derivatives such as 
ibuprofen, ketoprofen, fenoprofen and flurbiprofen; 
aryl acetic acid derivatives such as etodolac; and 
arylcarboxylic acids; narcotic analgesics such as 
fentanyl; anti-fungal agents such as econazole and 
ketoconazole; antibacterial agents such as mupirocin, 
chlorbutanol, clindamycin and iodine; anticholinergics 
such as oxybutynin; anthelmintics such as tetramisole; 
antihistaminics such as triprolidine and promethazine 
and antihypertensives such as propranolol. 

12. A topical composition according to Claim 5 or 8 , 
in which the third and fourth pharmacologically active 
agents are each selected from triclosan; chlorocresol; 
capsaicin, trimeprazine, choline salicylate, methyl 
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nicotinate; non-steroid anti - inflammatory agents 
selected from arylpropionic acid derivatives such as 
ibuprofen, ketoprofen, fenoprofen and flurbiprofen; 
aryl acetic acid derivatives such as etodolac; and 
arylcarboxylic acids; narcotic analgesics such as 
fentanyl; anti -fungal agents such as econazole and 
ketoconazole; antibacterial agents such as mupirocin, 
chlorbutanol, clindamycin and iodine; anticholinergics 
such as oxybutynin; antihypertensives such as 
propranolol; ant ihis taminics such as triprolidine and 
promethazine; and anthelmintics such as tetramisole . 



13. A topical composition according to Claim 3 or 4 , 
in which the third component is a pharmaceut ically 
15 acceptable component selected from lauric acid, stearyl 
alcohol, menthol, thymol, cinnamic acid or an ester 
thereof . 



14. A topical composition according to any one of t 
20 preceding claims, in which the pharmaceut ically 

acceptable carrier is substantially hydrophilic, sai 
carrier containing substantially, preferably 
essentially, water as the continuous phase. 



15. A topical composition according to any one of 
preceding claims, in which the pharmaceutical^ 
acceptable carrier contains at least one gelling or 
suspension agent. 
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16. A topical composition according to Claim 15, in 
which the gelling or suspension agent is selected from 
carbomers, modified cellulose derivatives, natural ly- 

5 occurring, synthetic or semi - synthetic gums such as 

xanthan gum, acacia and tragacanch, modified starches, 
co-polymers such as those formed between maleic 
anhydride and methyl vinyl ether, colloidal silica and 
mechacrylate derivatives or a mixture thereof. 

10 

17. A topical composition according to any one of 
the preceding claims, in which the topical composition 
is in the form of a gel, lotion, suspension, cream, 
aerosol spray, transdermal patch, medicated dressing or 

15 soft gelatin capsule. 

18. A topical composition according to any one of 
the preceding claims, in which the emulsifying agent is 
selected from non-ionic, cationic and anionic 

20 surfactants. 

19. A topical composition according to Claim 18, in 
which the emulsifying agent is a non-ionic surfactant. 

25 20. A topical composition according to any one of 

the preceding claims, in which the at least two 
pharmacologically active agents are structurally and/or 
pharmacologically diverse. 
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21. Use of a topical composition comprising an 

emulsion of at least one discontinuous phase in a 
continuous phase, the or each discontinuous phase 
including a eutectic mixture of at least first ana 
5 second pharmacologically active agents and the 

continuous phase being provided by a pharmaceutical^ 
acceptable carrier, the eutectic mixture having a 
melting point below 40 °C; and at least one compatible 
emulsifying agent, with the proviso that the at least 
10 first and second pharmacologically active agents are 

each not local anaesthetics, for mutual enhancement of 
transdermal permeation of the at least first and second 
pharmacologically active agents. 

15 22. Use of an emulsion of at least one 

discontinuous phase in a continuous phase, the or each 
discontinuous phase including a eutectic mixture of at 
least first and second pharmacologically active agents 
and the continuous phase being provided by a 

20 pharmaceutical^ acceptable carrier, the eutectic 

mixture having a melting point below 40°C; and at least 
one compatible emulsifying agent, with the proviso that 
the at least first and second pharmacologically active 
agents are each not local anaesthetics, for the 

25 manufacture of a topical composition for mutual 

enhancement of dermal permeation of the at least first 
and second pharmacologically active agents. 



AMENDED SHEET 



I : doc/pac/pf /pf 03 732 . rev 



27 



23. A method for mutual enhancement of dermal 
permeation of at least first and second 

pharmacologically accive agencs, the method comprising 
applying a topical composition for mutual enhancement 
5 of transdermal permeation of at least first and second 
pharmacologically active agents, the composition 
comprising an emulsion of at least one discontinuous 
' phase in a continuous phase, the or each discontinuous 
phase including a eutectic mixture of first and second 

10 pharmacologically active agents and the continuous 

phase being provided" by a pharmaceut ically acceptable 
carrier, the eutectic mixture having a melting point 
below 40°C; and at least one compatible emulsifying 
agent, with the proviso that the at least first and 

15 second pharmacologically active agents are each not 
local anaesthetics, to an accessible body surface. 

24. A topical composition according to any one of 
the preceding claims in which the eutectic mixture of 

20 at least two pharmacologically active agents is 

selected from the group consisting of ibuprofen - 
methyl nicotinate, oxybutynin - chlorbutol , triclosan 
oxybutynin, methyl cinnamate - oxybutynin, chlorobutol 
- testosterone enanthate, methyl nicotinate - 

25 ketoprofen, triclosan - econazole, sulfiram - 

levamisole, promethazine - triclosan, promethazine - . 
benzocaine and ketoprofen - benzocaine . 
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